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DETAILED ACTION 
Formal Matters 
Claims 1-9, 33-41 are pending and under consideration. 

Response to Amendment 

Applicant's amendment and arguments filed 9/29/2003 have been fully considered but 
they are not persuasive for the reasons set forth below. 

Claim Rejections - 35 USC § 112 first paragraph 

The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 1 -9 and 33-41 stand rejected under 35 U.S.C. 1 12, first paragraphs because 
the specification, while being enabling for methods of identifying agents that affect 
hypercholesterolemia does not reasonably provide enablement for identifying agents that affect 
CAR-related diseases that involve aberrant cholesterol levels, for reasons of record set forth in 
the Office Action of 6/25/2003. The specification does not enable any person skilled in the art to 
which it pertains, or with which it is most nearly connected, to use the invention commensurate 
in scope with these claims. 

The rejection of record set forth that Applicant's teachings indicate that disruption of 
CAR function results in hypercholesterolemia in mice. Thus, one of skill could predictably use 
effects on cholesterol as a means of identifying CAR effectors that would be useful for treating 
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hypercholesterolemia, and could predictably use CAR-deficient mice as models to identify 
agents that would be useful for treating hypercholesterolemia that results from CAR deficiency. 
Applicant has amended the claims to recite the limitation wherein the method identifies an agent 
for use in treating a CAR-mediated disorder that involves aberrant cholesterol levels. However, 
the term "aberrant cholesterol levels" is not clear as set forth in the rejection under 35 USC 112 
second paragraph, infra. Thus the skilled artisan would not be apprised of the metes and bounds 
of this limitation with regard to cholesterol levels. While the specification discloses the role of 
CAR in hypercholesterolemia, it does not disclose that CAR activity can affect all possible 
aberrations of cholesterol levels. It would require undue experimentation for one of skill in the 
art to practice the methods as claimed, since the skilled artisan would have to first determine the 
role, if any, of CAR activity in the regulation of cholesterol levels other than 
hypercholesterolemia, then design assays for identifying agents which affect cholesterol levels 
other than hypercholesterolemia. Applicant is required to enable one of skill in the art to practice 
the claimed invention, while the claims encompass methods for which the skilled artisan would 
have to carry out further experimentation to determine the role of CAR in other types of 
cholesterol abnormalities, then design assays which would identify agents which could affect the 
resultant aberrant cholesterol levels, without clear direction form the specification of the role, if 
any, of CAR activity on the cholesterol levels, and additionally whether it would be possible for 
agents to affect these levels. 

In addition claim 3 is directed to methods of identifying therapeutic compounds wherein 
the condition is listed as being lipid disorders or cardiovascular disorders. Applicant argues that 
hypercholesterolemia, lipid disorders, atherosclerosis or cardiovascular disease are conditions 
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that can inherently involve aberrant levels of cholesterol, and which can be predictably treated by 
therapeutic agents that lower elevated plasma cholesterol by modulating a CAR-mediated 
intermolecular interaction. However, the term "cardiovascular disorder" is a broad term and 
encompasses many different conditions, as shown in the Merck Manual, pages 1599-1601 (The 
Merck Manual of Diagnosis and Therapy, Beers and Berkow eds. Merck Research Laboratories, 
Whitehouse Station, N.J. 1999). This term encompasses several disorders that have no relation 
to cholesterol levels, such as arrhythmias (pages 1710-1717), endocarditis (pages 1763-1767) 
and cardiac tumors (pages 1774-1779). The etiology of arrhythmias is abnormalities of intrinsic 
automatic behavior or conduction (page 1711, column 2, third paragraph). The etiology of 
endocarditis is microbial infections of the endocardium, and cardiac tumors are tumors which 
may be epicardial, myocardial, or endocardial. The specification does not disclose the nexus 
between the function of CAR and its effect on cholesterol levels and any role of CAR in all 
cardiovascular disorders such as arrhythmias, endocarditis and cardiac tumors. It would require 
undue experimentation for one of skill in the art to practice methods of identifying therapeutic 
compounds wherein the condition is a lipid disorder or cardiovascular disorder, since the skilled 
artisan would need to determine the role of a CAR-mediated intermolecular interaction in 
cardiovascular disorders that are not caused by abnormal cholesterol levels, then design assays to 
identify compounds which could identify modulators of CAR-mediated intermolecular 
interaction which would affect these other disorders. 
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Claims 1 -9 and 33-41 are rejected under 35 U.S.C. 1 12, first paragraph, as containing 
subject matter which was not described in the specification in such a way as to reasonably 
convey to one skilled in the relevant art that the inventor(s), at the time the application was filed, 
had possession of the claimed invention. The specification as originally filed does not provide 
support for the invention as now claimed: a method for identifying an agent for use in treating a 
CAR-mediated disorder that involves aberrant cholesterol levels. 

Applicant's amendment of 9/29/2003, does not provide sufficient direction for the written 
description for the above mentioned limitations of claims 1 and 33. The specification as filed 
does not provide a written description or set forth the metes and bounds of this phrase. The 
specification does not provide direction for the limitation "aberrant cholesterol levels" as they 
are currently recited. The instant claims now recite limitations which were not clearly disclosed 
in the specification as-filed, and now change the scope of the instant disclosure as-filed. Such 
limitations recited in the present claims, which did not appear in the specification, as filed, 
introduce new concepts and violate the description requirement of the first paragraph of 35 
U.S.C. 112. 

Applicant is required to cancel the new matter in the response to this Office action 
Alternatively, applicant is invited to provide sufficient written support for the "limitations" 
indicated above. 
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Claim Rejections - 35 USC§112 second paragraph 
The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claims 1 -9 and 33-41 are rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Claims 1 and 33 recite the term "aberrant cholesterol levels", which is a relative term and 
renders the claim indefinite. It is not clear to what standard the cholesterol levels are to be 
compared in order to determine whether they are "aberrant" or not. The metes and bounds of the 
claim thus cannot be ascertained. This rejection could be obviated by supplying specific 
parameters for cholesterol levels, supported by the specification, that Applicant considers to be 
"aberrant". Claims 2-9, 32-41 are rejected insofar as they depend on the recitation in claims 1 
and 33 of "aberrant cholesterol levels". 

Conclusion 

No claim is allowed. 
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examiner should be directed to Joseph F. Murphy whose telephone number is 703-305-7245. 
The examiner can normally be reached on M-F 7:30-5:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Yvonne Eyler can be reached on 703-308-6564. The fax phone numbers for the 
organization where this application or proceeding is assigned are 703-305-3014 for regular 
communications and 703-308-0294 for After Final communications. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is 703-308-0196. 
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